Abstract. [Purpose] This study aimed to examine the prevalence of locomotive syndrome among patients with obstructive sleep apnea syndrome (OSAS) using the "loco-check" recently developed by the Japanese Orthopedic Association, and to compare health-related quality of life (HRQOL) among patients with and without locomotive syndrome. [Subjects and Methods] This cross-sectional study evaluated 1,195 outpatients with OSAS (1,030 males and 165 females). Locomotive syndrome was evaluated using the Japanese Orthopedic Association's "loco-check". HRQOL and psychological distress were evaluated using the EuroQol 5-dimensional (EQ-5D) and 6-item Kessler questionnaires.
INTRODUCTION
Obstructive sleep apnea syndrome (OSAS) is closely linked to traffic and occupational accidents that are caused by daytime somnolence, and has become a public health challenge in Japan. Chronic apnea-induced hypoxia causes activation of the sympathetic nerves, oxidative stress, inflammation, and vascular endothelial disorders, which are associated with increased prevalences of hypertension and cerebro-cardiovascular diseases 1, 2) , as well as a higher mortality rate [3] [4] [5] . Therefore, effective preventative and therapeutic interventions are urgently needed for OSAS. Some reports have described an association between OSAS and obesity, with approximately 50% of obese males and 8-38% of obese females having OSAS 6, 7) . The Japanese Respiratory Society has reported that 3-7% of adult Japanese males and 2-5% of adult Japanese females have OSAS 8) .
Continuous positive airway pressure (CPAP) therapy is commonly used for patients with OSAS. However, CPAP therapy cannot improve obesity of the major problem, and weight loss by exercise therapy is one of direct treatments. We have previ-ously reported that patients with OSAS have significantly less lower leg muscle mass, compared to patients without OSAS 9) , and lower leg strength is a risk factor for falls 10) . These findings might suggest that patients with OSAS have locomotive dysfunction, which would indicate that their reduced lower leg muscle mass and strength must be considered when designing exercise therapy. However, the small sample size and complicated measurements of muscle mass and strength make it difficult to account for this relationship in clinical practice.
The Japanese Orthopedic Association (JOA) recently developed a questionnaire regarding locomotive dysfunction (the "loco-check") 11) . This questionnaire allows researchers to quickly and easily evaluate locomotive dysfunction, and the results may be useful for implementing appropriate exercise therapy. Moreover, there is a close relationship between locomotive syndrome and health-related quality of life (HRQOL) among community-dwelling Japanese people 12) , although no studies have evaluated the relationship between locomotive syndrome and HRQOL among patients with OSAS. Therefore, the present study evaluated the prevalence of locomotive syndrome among Japanese patients with OSAS, as well as the association between HRQOL and locomotive syndrome.
SUBJECTS AND METHODS
This cross-sectional study evaluated 1,195 outpatients (1,030 males and 165 females) with OSAS who were treated using CPAP at the KKR Takamatsu Hospital (Kagawa, Japan) during November-December 2016. Patients were excluded if they had acute or chronic musculoskeletal disorders, other sever neurological or endocrine disorders, or a history of stroke. All included patients provided their written informed consent, and the study's protocol was approved by the research ethics committee of KKR Takamatsu Hospital (E111) and conformed to the tenets of the Declaration of Helsinki.
Standard methods were used to collect data regarding gender, age, height, body weight, body mass index (BMI), systolic blood pressure (SBP), and diastolic blood pressure (DBP). The patients' clinical records were also evaluated to determine the duration of their OSAS and their apnea hypopnea index (AHI). The severity of OSAS was calculated on the basis of the patient's AHI (number of apneas and hypopneas per hour), and classified into three categories: mild (5-15/h accompanied by typical clinical symptoms), moderate (16-29/h), and severe (≥30/h) 13) . Well-trained medical staff interviewed each patient to determine their score for the Japanese version of the Epworth Sleepiness Scale (JESS) 14) and their exercise habits (aerobic exercise [e.g., walking or jogging] for >30 min three times per week during a 6-month period). The JESS questionnaire examines daytime somnolence and consists of eight questions regarding daily activities. Participants were asked to assess their likelihood of dozing off or falling asleep in certain situations, and the responses were scored as 0 points (no chance of dozing off), 1 point (a slight chance of dozing off), 2 points (a moderate chance of dozing off), or 3 points (a high chance of dozing off). Total scores of >10 indicate excessive daytime somnolence.
The JOA's "loco-check" for locomotive syndrome, which was simply and conveniently applicable, was developed in 2007 11) , and identifies a participant as possibly having locomotive syndrome if they agree with at least one of seven statements. The seven statements are (1) you cannot put on a pair of socks while standing on one leg, (2) you stumble or slip in your home, (3) you need to use a handrail when going upstairs, (4) you cannot cross the road at a crossing before the traffic light changes, (5) you have difficulty walking continuously for 15 min, (6) you find it difficult to walk home carrying a shopping bag that weighs approximately 2 kg (e.g., two 1-L milk cartons), and (7) you find it difficult to complete housework that requires physical strength (e.g., use of a vacuum cleaner or moving futons in and out of a closet).
HRQOL was evaluated using the EuroQol 5-dimensional (EQ-5D) questionnaire 15) , which generates assessment scores for five dimensions of health: mobility, self-care, usual activities, pain/discomfort, and anxiety/depression. Responses in each dimension are divided into three categories: no problems, moderate problems, or extreme problems. The EQ-5D health state is defined by combining one level from each of the five dimensions, and produces a set of utility values as previously described 16) .
Psychological distress was evaluated using the 6-item Kessler scale (K6), which is widely used to screen for psychological distress in the general population 17, 18) . The K6 tool is a self-administered questionnaire that consists of six questions to evaluate depressive moods and anxiety during the preceding 4 weeks using a 5-point scale (scores of 0-4). The total score is the equally weighted sum of the scores for the six items, with possible scores ranging from 0 to 24. We classified patients who had a score of >13 points as being in a depressive state 18) .
Data were expressed as mean ± standard deviation. The unpaired t-test and χ 2 test were used to compare the clinical parameters between patients with OSAS and with and without locomotive syndrome. Analysis of covariance was used to adjust for confounding factors, which were defined as factors with a univariate p-value of <0.05. Multiple regression analysis was used to evaluate the association of HRQOL with locomotive syndrome among patients with OSAS. All data were analyzed using JMP software (version 12.1.0; SAS Institute, Cary, NC, USA).
RESULTS
The clinical characteristics of the patients with OSAS are summarized in Table 1 . The study included 1,030 males and 165 females. The group included 578 patients with locomotive syndrome (48.4%), including 398 males (38.6% of males) and 119 females (70.3% of females). The mean EQ-5D score was 0.891 ± 0.178. Table 2 shows the clinical characteristics of patients with and without locomotive syndrome. Compared to patients without locomotive syndrome, patients with OSAS and locomotive syndrome had significantly higher values for age, BMI, duration of OSAS, AHI, K6 score, hypertension, type 2 diabetes, hyperlipidemia, and cardiovascular disease. However, patients with OSAS and locomotive syndrome had lower values for height, DBP, and EQ-5D score. After adjusting for age and gender, patients with OSAS and locomotive syndrome had significantly higher values for BMI, JESS score, and K6 score, but significantly lower values for body weight, DBP, and EQ-5D scores. After adjusting for age, gender, BMI, duration of OSAS, AHI, and JESS score, patients with OSAS and locomotive syndrome had significantly higher K6 scores and significantly lower values for DBP and EQ-5D score. Values are presented as mean ± SD. BMI: body mass index; SBP: systolic blood pressure; DBP: diastolic blood pressure; OSAS: obstructive sleep apnea syndrome; AHI: apnea hypopnea index; JESS: Japanese version of the Epworth Sleepiness Scale; EQ-5D: EuroQol 5-dimensional questionnaire for evaluation of health-related QOL. K6 score for evaluating psychological distress. Multiple regression analysis was used to evaluated the 1,195 patients with OSAS using EQ-5D score as the dependent variable and defining the independent variables as age, gender, BMI, AHI, duration of OSAS, JESS score, and locomotive syndrome. Among patients with OSAS, EQ-5D was independently associated with locomotive syndrome, JESS score, age, gender, BMI, and AHI (Table 3) . Among these factors, locomotive syndrome was most strongly associated with lower EQ-5D scores.
DISCUSSION
Our main objective in this cross-sectional study was to examine the prevalence of locomotive syndrome among patients with OSAS, and to compare HRQOL among patients with and without locomotive syndrome. The prevalence of locomotive syndrome was 48.4% among patients with OSAS in the present study. A slightly lower prevalence was reported by Iizuka et al., who found that the prevalence of locomotive syndrome was 39.6% among 442 community-dwelling people 12) . Both studies' groups had similar ages, although the patients in the present study had a higher mean BMI (28.0 ± 5.1kg/m 2 vs. 24.0 ± 3.5 kg/m 2 ) 12) . In this context, obesity is known to be closely associated with locomotive syndrome 19) , and the prevalence of locomotive syndrome among patients with OSAS is higher than that among community-dwelling people. In the present study, we found that locomotive syndrome was most common among females with OSAS, compared to males (70.3% vs. 44.6%). Sasai et al. have also reported that the prevalence of locomotive syndrome was higher among females, compared to males (35.6% vs. 21.2%) 20) . The decrease in bone density and physical activity after menopause may explain the higher prevalence of locomotive syndrome among females 19) . Moreover, the prevalence of locomotive syndrome among patients with OSAS patients was approximately two-fold higher, compared to the prevalence among community-dwelling people. Thus, OSAS and obesity may contribute to the development of locomotive syndrome.
HRQOL among patients with OSAS and locomotive syndrome was significantly lower, compared to patients without locomotive syndrome, even after adjusting for age, gender, BMI, duration of OSAS, AHI, and JESS score. Furthermore, the multiple regression analysis revealed that the presence of locomotive syndrome (as evaluated using the "loco-check") was the strongest determinant of HRQOL (β=−0.22, p<0.01). Thus, our findings suggest that locomotive syndrome among patients with OSAS was closely associated with reduced HRQOL. In this context, the "loco-check" comprehensively evaluates locomotive function based on muscle strength, balance, exercise tolerance, and walking ability, and these findings can be used to reduce the patient's body weight when treating cases of OSAS. Peppard et al. reported that a 10% reduction in body weight was associated with a 26% reduction in AHI, and that a 10-kg reduction in body weight was associated with clinical improvements among patients with moderate-to-severe OSAS 21) . Furthermore, the American College of Physicians strongly recommends treating obesity among patients with OSAS 22) . The present study's multiple regression analysis also revealed that exercise habits and locomotive syndrome were associated with HRQOL. Moreover, Kawahara et al. have reported that CPAP therapy improved HRQOL among patients with OSAS 23) . Therefore, it appears that patients with OSAS may experience a clinical benefit from exercise education and continuous CPAP therapy.
The present study has several limitations. The first limitation is the cross-sectional design, which is limits our ability to comment on the causality of the associations that were observed. Second, all patients with OSAS were being treated using CPAP and their clinical status was relatively well controlled, which limit the generalizability of our findings to all patients with OSAS. Although further studies are needed to validate our findings, it appears that exercise education might be beneficial for improving HRQOL among patients with OSAS.
In conclusion, the present cross-sectional study revealed that the prevalence of locomotive syndrome was relatively high among patients with OSAS, and that low HRQOL was associated with locomotive syndrome among patients with OSAS. 
